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ORLANDO — Taller patients with type
2 diabetes are at greater risk for lower-
limb amputations, according to a sec-
ondary analysis from the FIELD Study.

In FIELD (Fenofibrate Intervention
and Event Lowering in Diabetes), greater
height was an independent predictor of
amputation during 5 years of prospective
follow-up. For every 10 cm of height be-
yond that of patients in the lowest tertile,
the risk of an amputation rose by 60%,
Dr. Kushwin Rajamani reported at the
annual scientific sessions of the Ameri-
can Heart Association.

The FIELD study randomized 9,795
type 2 diabetes patients aged 50-75 years
in double-blind fashion to 200 mg/day of
micronized fenofibrate or placebo. After
5 years, the fenofibrate treatment failed
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to lower the combined primary end point
of nonfatal MI or death due to coronary
heart disease, compared with placebo.
During those 5 years of follow-up, 115 pa-
tients had one or more nontraumatic
lower-limb amputations due to diabetes.

The finding that height was an inde-
pendent predictor of amputation in
FIELD confirms an earlier report from
a large observational study conducted in
Taiwan, noted Dr. Rajamani of the Na-
tional Health and Medical Research
Council Clinical Trials Centre at the Uni-
versity of Sydney.

The Taiwanese cross-sectional study in-
volved structured telephone interviews
conducted with 93,116 type 1 or 2 dia-
betes patients. Every 10-cm increment in
height was independently associated with
an adjusted 16% increase in prevalent
lower-limb amputation. And in the sub-
group comprising the 9,295 participants
for whom data on fasting plasma glucose
and lipid levels were available for inclu-
sion in the statistical modeling adjust-
ment, every 10-cm increase in height was
associated with a 79% increase in preva-
lent amputation (CMAJ 2006;174:319-23).

The explanation for this now-confirmed
link between height and amputation risk
in diabetic patients is unclear, according to
Dr. Rajamani. Although it is known that
taller diabetic patients are more likely to
have peripheral sensory loss than shorter
patients and hence are at increased risk of
lower-extremity ulcers, in FIELD, patient
height was predictive of increased ampu-
tation risk independent of whether dia-
betic neuropathy was present.

Neuropathy also was an independent
predictor of on-study amputations in
FIELD, with an associated 2.7-fold risk.
The other main predictors were previous
nontraumatic amputation or diabetic
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skin ulcer, with a 5.6-fold risk; peripher-
al vascular disease, with a 2.5-fold risk;
and age, with a 70% increase in risk for
every 10 years older than age 50.

Of note, lipid variables were not pre-
dictive of amputation risk. However, in
another recent secondary analysis from
FIELD, Dr. Rajamani and coworkers
found that fenofibrate therapy was as-
sociated with a significant 36% reduction
in the relative risk of a first-ever ampu-
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tation and a 47% reduction in the risk of
below-the-ankle amputations without
known large-vessel atherosclerotic dis-
ease. These findings suggest that the
protective effect against amputation doc-
umented for fenofibrate in FIELD in-
volves nonlipid mechanisms (Lancet
2009;373:1780-8).

The FIELD findings together with the
earlier Taiwanese study suggest there
may be particular value in aggressively

targeting taller diabetic patients for clos-
er monitoring to promote early detec-
tion and prompt treatment of leg ulcers
in an effort to avoid diabetic amputa-
tions, Dr. Rajamani said. [ ]
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Important Safety Information

WARNING: EMBEDA® (morphine sulfate and naltrexone hydrochloride) Extended Release Capsules contain
morphine, an opioid agonist and a Schedule Il controlled substance with an abuse liability similar to other
opioid agonists. EMBEDA® can be abused in a manner similar to other opioid agonists, legal or illicit. This should
be considered when prescribing or dispensing EMBEDA® in situations where the physician or pharmacist is
concerned about an increased risk of misuse, abuse, or diversion.

EMBEDA® contains pellets of an extended-release oral formulation of morphine sulfate, an opioid receptor
agonist, surrounding an inner core of naltrexone hydrochloride, an opioid receptor antagonist indicated for
the management of moderate to severe pain when a continuous, around-the-clock opioid analgesic is needed
for an extended period of time.

EMBEDA® is NOT intended for use as a prn analgesic.

EMBEDA® 100 mg/4 mg IS FOR USE IN OPIOID-TOLERANT PATIENTS ONLY. Ingestion of these capsules or the
pellets within the capsules may cause fatal respiratory depression when administered to patients not already
tolerant to high doses of opioids.

Patients should not consume alcoholic beverages while on EMBEDA® therapy. Additionally, patients must not use
prescription or non-prescription medications containing alcohol while on EMBEDA® therapy. The co-ingestion
of alcohol with EMBEDA® may result in an increase of plasma levels and potentially fatal overdose of
morphine. EMBEDA® is to be swallowed whole or the contents of the capsules sprinkled on apple sauce. The pellets
in the capsules are not to be crushed, dissolved, or chewed due to the risk of rapid release and absorption of
a potentially fatal dose of morphine.

Crushing, chewing, or dissolving EMBEDA® will also result in the release of naltrexone which may precipitate
withdrawal in opioid-tolerant individuals.

Please see additional Important Safety Information and Brief Summary of
full Prescribing Information, including boxed warning, on the following pages.



